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DECLARATION OF AUDREY D. GODDARD. Ph.D UNDER 37 C.F.R, S 1.132 

Assistant Commissioner of Patents 
Washington, D.C. 20231 

Sir 

1. Audrey D. Goddard, Ph.D. do hereby declare and say as follows: 

1 I am a Senior Clinical Scientist at the Experimental Medicine/BioOncology, Medical 
Affairs Department of Genentech, Inc., South San Francisco, California 94080. 

2. Between 1 993 and 200 1 , 1 headed the DNA Sequencing Laboratory at the Molecular 
Biology Department of Genentech, Inc. During this time, my responsibilities included the 
identification and characterization of genes contributing to the oncogenic process, and determination 
of the chromosomal localization of novel genes. 

3. My scientific Curriculum Vitae, including my list of publications, is attached to and 
forms part of this Declaration (Exhibit A). 
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4. I am familiar with a variety of techniques known in the art for detecting and 
quantifying the amplification of oncogenes in cancer, including the quantitative TaqMan PCR (i.e., 
"gene amplification") assay described in the above captioned patent application. 

5. The TaqMan PCR assay is described, for example, in the following scientific 
publications: Higuchi et aL, Biotechnology 10:413-417 (1992) (Exhibit B); Livak et aL. PCR 
Methods Appl., 4:357-362 (1995) (Exhibit C) and Heid et aL, Genome Res. 6:986-994 (1996) 
(Exhibit D). Briefly, the assay is based on the principle that successful PCR yields a fluorescent 
signal due to Taq DNA polymerase-mediated exonuclease digestion of a fluorescently labeled 
oligonucleotide that is homologous to a sequence between two PCR primers. The extent of 
digestion depends directly on the amount of PCR, and can be quantified accurately by measuring the 
increment in fluorescence that results from decreased energy transfer. This is an extremely sensitive 
technique, which allows detection in the exponential phase of the PCR reaction and, as a result, 
leads to accurate determination of gene copy number. 

6. The quantitative fluorescent TaqMan PCR assay has been extensively and 
successfully used to characterize genes involved in cancer development and progression. 
Amplification of protooncogenes has been studied in a variety of human tumors, and is widely 
considered as having etiological, diagnostic and prognostic significance. This use of the quantitative 
TaqMan PCR assay is exemplified by the following scientific publications: Pennica et aL, Proc. 
Natl. Acad. Sci. USA 95(25): 147 174 4722 (1998) (Exhibit E); Pitti et aL, Nature 
396(67 12):699-703 (1998) (Exhibit F) and Bieche et aL, Int. J. Cancer 78:661-666 (1998) (Exhibit 
G), the first two of which I am co-author. In particular, Pennica et aL have used the quantitative 
TaqMan PCR assay to study relative gene amplification of WISP and c-myc in various cell lines, 
colorectal tumors and normal mucosa. Pitti et aL studied the genomic amplification of a decoy 
receptor for Fas ligand in lung and colon cancer, using the quantitative TaqMan PCR assay. Bieche 
et aL used the assay to study gene amplification in breast cancer. 
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7. It is my personal experience that the quantitative TaqMan PCR technique is 
technically sensitive enough to detect at least a 2-fold increase in gene copy number relative to 
control. .It is further my considered scientific opinion that an at least 2-fold increase in gene copy 
number in a tumor tissue sample relative to a normal (i.e., non-tumor) sample is significant and 
useful in that the detected increase in gene copy number in the tumor sample relative to the normal 
sample serves as a basis for using relative gene copy number as quantitated by the TaqMan PCR 
technique as a diagnostic marker for the presence or absence of tumor in a tissue sample of unknown 
pathology. Accordingly, a gene identified as being amplified at least 2-fold by the quantitative 
TaqMan PCR assay in a tumor sample relative to a normal sample is useful as a marker for the 
diagnosis of cancer, for monitoring cancer development and/or for measuring the efficacy of cancer 
therapy. 

8. I declare further that all statements made herein of my own knowledge are true and . 
that all statements made on information and belief are believed to be true. I declare that these 
statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States 
Code, and that such willful false statements may jeopardize the validity of the application or any 
patent issuing thereon. 

Date Audrey D. Goddard, Ph.D. 
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PROFESSIONAL EXPERIENCE 

1993-presenl 

Gftnentech, Inc. 

South San Francisco, CA ... . < : 

2001 • present Senior Clinical Scientist 
Experirnental Medicine I BloOncoloQy. Medical Affaire 
Responsibilities: 

^S^f^cl^ 

. TMM research using clinical specimen end data for drug development and 
. M^elrtDBveloprnentScJence to*** Committee, Diagnostic Oversight Team, 21 CFR 
Part 11 Subteam 

JaK and legal implications of experiments with clinical specimens and data 

* Application of pharmacogenomics in clinical trials 

1998-2001 Sonlor Scientist " ^ . _ „,_.,.h 

Head of the DNA Sequencing Laboratory, Molecular Bmtngy Department, Research 

scientist senior research associate and research asslstants/assocate levels 
. Management of a $750K budget 

■ . DNA sequencing com facility supporting a 360+ person research faahty. 
. DNA sequencing for high throughput gene discovery, - ESTs. cDNAs, and constructs 

* Genomic sequence analysis and gene Identification 
, DNA sequence end primary protein analysis 

Research: " 

* Chromosomal localization of novel genes . 

. Identification and charaderiatibn of genes contributing to the oncogene process 
. identification and characterization of genas contributing to inflammatory tf&easas 
. Design and development of schemes for high throughput genome DNA sequence analysis 

* CandMnte gene prediction and evaluation 
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IS'JSdna si£SS Labors, Molecular Biology Department, Research 
TorTs^ncing core facility supporting a 350+ person research facility 
fcfe fifteen introducing a '«ve/ of m/dd7e management and additionel areas oJj rewarcn 
oVscoviy program - sequent rtrtqto. data analyse cfflfahase 

. C/iromosoma/Joca/fearfon of genes encoding novel secreted protons. 
Research: 

. Genom/e ssqumce scanning for new: gene, discovery. 
. Development of signal peptide selection methods. 
* Evaluation of candidate disease genes. ■ 

. Growth fiormone receptor gene S/VPs 7n oh*frsn with W/opafhic shorf tfafure 

. c j ■ 1089-1992 
Imperial Cancer Research Fund 
London, UK with Or. Ellen Solomon 

6/B9 -12/92 Postdoctoral! Fellow ,■«„*,;=, 
. Cloning and characterization of the' genes fused at the acute prnmyelocytic leukoma 
■translocation breakpoint? on chromosomes 17 -'and 15. 
- Prepared a successfully funded European Union multi-center grant application 



NIcMaster University 

Hamilton, Ontario, Canada with Dr. G. D. Sweeney 
5/83 - 8/63: NSERC Summer Student 

. in vitro metabolism of p-naphthoflavone in C57BI/6J and DBA mice 



EDUCATION 
Ph.D. 

"Phenotyplc and genntypic effects of mutations In 
the human retinoblastoma gene." 
Supervisor; Dr. R. A. Phillips 

Honours BSC McMaster University. 

"The In vitro' metabolism of the cytochrome P^4S Hamilton. Ontario < Canada, 

inducer p-naphthoflavone In C57BL/6J mic«." Department of B.ochemKtry 
Supervisor: Dr. G. D. Sweeney - 



University of Toronto 
Toronto, Ontario, Canada. 
Department of Medical 
.Biophysics. 
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ACADEMIC AWARDS g2 

imperial Cancer Research Fund Postdoctoral Fellowship ^83-1986 

Medical Research Council Studentship ^83 

NSERC undergraduate Sum'rner Research Award ^ 

Society of Chemical Industry Merit Award (Hons. Biochem.) ^ 95 1-1983 

Dr Harry Lyman Hooker Scholarship 1981-1982 

J.L.W. Gill Scholarship . M h-«*rhhiarthio 1980-1981 

Business and Profeasional Women's Club Scholarship 1979-1980 
Wyerhauser Foundation Scholarship 



INVITED PRESENTATIONS 
Park, AZ. USA. October 2000 . * roK-Rnr* to 

High throughput secreted^ 

Sequencing and Analysis Conference. Miami. FL. USA. September isbb 

The evolution of DMA serein* The Genentech perspective toy Area Sequencing Users 

Meeting. Berkeley. CA. USA. May 1098 

Francisco, CA. USA. October. 1996 

Endocrine Society, Anaheim, CA, USA. June 1994 

as s^nf^s5««asr- 

Leukemia and Related Disease. Padua, Italy. October 1991 
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signalling. Nature 395(6699): 284-2BB. 
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mutations In sporadic hesal-cell carcinoma. Warure. 391(6882). 90-92. 

Marstere SA, SMddan JP. PW RW. Hu?ng A, Sketch M, Baldwin ^^Gon^y A. 

19:15-26. ' ' ' r 

indued r p o^sVi;a Family of Signal and Decoy Rotors. Sc,enca277 
(5327): 818-821. 
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mreptor involved In axon bundle formation: Neuron 14: 973-981. 

« nr> r^iar pr C5u Q Fendlv B Goddard AD, Glllett N and Malthews W. 0 995) 

Naff. *catf. Sc/. USA 92: 1866-1870. 

patients with type I diabetes. Diabetes 44; 658-664. 
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Foulkee W. Goddard A. and Patei KL (1991) Retinoblastoma linked with Seascale [letter]. 
British M9d. J. 302* 409. 

Roddard AD Borrow J, Freemont PS.and Solomon E. (1991) Characterization of a novel anc 
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17q25 Cytoaenot. Cell. Genet. 56: 165r168. 
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Borrow J Goddard AD, Sheer D and Solomon E. (1990) Molecular an ^ J of ac J te 
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DECLARATION OF PAUL POLARIS, PkD. 
I, Paul Polakis, Ph.D., declare and say as follows: 

1. I was awarded a PhD. by the Department of Biochemistry of the Michigan 
State University in 1984. My scientific Curriculum Vitae is attached to and fonns 
part of tins Declaration (Exhibit A). 

2. I am currently employed by Genentech, Inc. where my job title is Staff 
Scientist Since joining Genentech in 1999, one of my primary responsibilities has 
been leading Genentech's Tumor Antigen Project, which is a large research project 
with a primary focus on identifying tumor cell markers that find use as targets for 
both the diagnosis and treatment of cancer in humans. 

3. As part of the Tumor Antigen Project, my laboratory has been analyzing 
differential expression of various genes in tumor cells relative to normal cells 
The purpose of this research is to identify proteins that are abundantly expressed 
on certain tumor cells and that are either (i) not expressed, or (ii) expressed at 
lower levels, on corresponding normal cells. We call such differentially expressed 
proteins "tumor antigen proteins". When such a tumor antigen protein is 
identified, one can produce an antibody that recognizes and binds to that protein 
Such an antibody finds use in the diagnosis of human cancer and may ultimately 
serve as an effective therapeutic in the treatment of human cancer. 

4. In the course of the research conducted by Genentech's Tumor Antigen 
Project, we have employed a variety of scientific techniques for detecting and 
studying differential gene expression in human tumor cells relative to normal cells 
at genomic DNA, mRNA and protein levels. An important example of one such ' 
technique is the well known and widely used technique of microarray analysis 
which has proven to be extremely useful for the identification of mRNA molecules 
that are differentially expressed in one tissue or cell type relative to another In the 
course of our research using microarray analysis, we have identified 
approximately 200 gene transcripts that are present in human tumor cells at 
significantly higher levels than in corresponding normal human cells. To date we 
have generated antibodies that bind to about 30 of the tumor antigen proteins ' 
expressed from these differentially expressed gene transcripts and have used these 
antibodies to quantitatively determine the level of production of these tumor 
antigen proteins in both human cancer cells and corresponding normal ceils We 
have then compared the levels of mRNA and protein in both the rumor and normal 
cells analyzed. 

5^ From the mRNA and protein expression analyses described in paragraph 4 
above, we have observed that there is a strong correlation between changes in the 
level of mRNA present in any particular cell type and the level of protein 



expressed from that mRNA in that cell type. In approximately 80% of our 
SSS'Sr ^ vefo ^t increases in the level of a particular mRNA 
correlates with changes in the level of protein expressed from that mRNA when 
human tumor cells are compared with their corresponding normal cells. 

6. Based upon my own experience accumulated in more than 20 years of 
r^oK mcludmg thedata discussed in paragraphs 4 and 5 above and my 

rCleVant ***** ,iterature > * » *y considered scientific 
opinion that for human genes, an increased level of mRNA in a tumor cell relative 
to a normal cell typically correlates to a similar increase in abundance of the 
^^ protemm ^^<^^ In fact, it remains a 

central dogma m molecular biology that increased mRNA levels are predictive of 
corresponding mcreased levels of meencoded protein. While there have been 
published reports of genes for which such a correlation does not exist, it is my. 
opinion that such reports are exceptions to the commonly understood general rule 

In «JJ^? Ctoe1hat * n ^de herein of my own knowledge are 

M*^°lf f tementS made ° n or belief are believed to be true 

and further that tiiese statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or imprisonment or both, 
under Section 1001 ofTitle 18 of the United States Code Jiha^TJm 
stetements may jeopardize the validity of the application or any patent issued 
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CURRICULUM VITAE 



PAUL G. POLAKIS 

Staff Scientist 

Genentech, Inc 

1 DNA Way, MS#40 

S. San Francisco, CA 94080 



Ph.D., Biochemistry, Department of Biochemistry, 
Michigan State University (1984) 

B.S„ Biology. College of Natural Science, Michigan State University (1977) 



PROFESSIONAL EXPERIENCE: 
2002-present 



Staff Scientist, Genentech, Inc 
S. San Francisco, CA 



Senior Scientist, Genentech, Inc., 
S. San Francisco, CA 



1997-1999 



Research Director 
Onyx Pharmaceuticals, Richmond, CA 



1992- 1996 



Senior Scientist, Project Leader, Onyx 
Pharmaceuticals, Richmond, CA 



1991-1992 

1989-1991 
1987-1989 

1985-1987 



Senior Scientist, Chiron Corporation, 
Emeryville, CA. 

Scientist, Cetus Corporation, Emeryville CA. 

Postdoctoral Research Associate, Genentech, 
Inc., South SanFrancisco, CA. 

Postdoctoral Research Associate, Department 
of Medicine, Duke University Medical Center, 
Durham, NC 



1984-1985 Assistant Professor, Depar- ;nt of Chemistry, 

Oberttn College, Oberlin, Ohio 

1980-1984 Graduate Research Assistant, Department of 

Biochemistry, Michigan State University 
East Lansing, Michigan 



PUBLICATIONS: 

1. Polakis, P G. and Wilson, J. E. 1982 Purification of a Highly Bindable Rat Brain 
Hexokinase by High Performance Liquid Chromatography. Biochem. Bioohvs 
Res. Commun. 107, 937-943. 

2. Polakis, P.G. and Wilson, J. E. 1 984 Proteolytic Dissection of Rat Brain 
Hexokinase: Determination of the Cleavage Pattern during Limited Digestion with 
Trypsin. Arch. Biochem. Biophys. 234, 341-352. 

3. Polakis, P. G. and Wilson, J, E. 1985 An Intact Hydrophobic N-Terminal 
Sequence is Required for the Binding Rat Brain Hexokinase to Mitochondria. Arch. 
Biochem. Biophys. 236, 328-337. 

4. Uhing, R.J., Polakis,P.G. and Snyderman, R. 1987 Isoiaton of GTP-binding 
Proteins from Myeloid HL60 Cells. J. Biol. Chem. 262, 15575-15579. 

5. Polakis, P.G., Uhing, RJ. and Snyderman, R. 1988 The Formylpeptide 
Chemoattractant Receptor Copurifies with a GTP-binding Protein Containing a 
Distinct 40 kDa Pertussis Toxin Substrate. J. Biol. Chem. 263, 4969-4979. 

6. Uhing, R. J., Dillon, S., Polakis, P. G., Truett, A. P. and Snyderman, R. 1988 
Chemoattractant Receptors and Signal Transduction Processes in Cellular and 
Molecular Aspects of Inflammation ( Poste, G. and Crooke, S. T. eds.) pp 335-379. 

7. Polakis, P.G., Evans, T. and Snyderman 1989 Multiple Chromatographic Forms 
of the Formylpeptide Chemoattractant Receptor and their Relationship to GTP- 
binding Proteins. Biochem. Biophys. Res. Commun. 161, 276-283. 

8. Polakis, P. G., Snyderman, R. and Evans, T. 1989 Characterization of G25K a 
GTP-binding Protein Containing a Novel Putative Nucleotide Binding Domain 
Biochem. Biophys. Res. Comun. 160, 25-32. 

9. Polakis, P., Weber,R.F., Nevins,B., Didsbury, J. Evans.T. and Snyderman, R. 
1989 Identification of the ral and rad Gene Products, Low Molecular Mass GTP- 
binding Proteins from Human Platelets. J. Biol. Chem. 264, 16383-16389. 

10. Snyderman, R., Perianin, A., Evans, T., Polakis, P. and Didsbury J 1989 G 
Proteins and Neutrophil Function. In ADP-Ribosylating Toxins and G Proteins- 
Insights into Signal Transduction. ( J. Moss and M. Vaughn, eds.) Amer Soc 
Microbiol, pp. 295-323. 



f 1. Hart, M.J., Polakis, P.G., Jvans, T. and Cerrione, R.A. 1990 a Identification 
and Charaterization of an Epidermal Growth Factor-Stimulated Phosphorylation of a 
Specific Low Molecular Mass GTP-binding Protein in a Reconstituted Phospholipid 
Vesicle System. J. Biol. Chem. 265, 5990-6001. 

12. Yatani, A., Okabe, K., Polakis, P. Halenbeck, R. McCormick, F. and Brown, A. 
M. 1990 ras p21 and GAP Inhibit Coupling of Muscarinic Receptors to Atrial K + 
Channels. Cell. 61 , 769-776. 

13. Munemitsu, S., Innis, M.A., Clark, R., McCormick, F., Ullrich, A. and Polakis, 
P.G. 1990 Molecular Cloning and Expression of a G25K cDNA, the Human Homolog 
of the Yeast Cell Cycle Gene CDC42. Mol. Cell. Biol. 10, 5977-5982. 

14. Polakis, P.G. Rubinfeld, B. Evans, T. and McCormick, F. 1991 Purification of 
Plasma Membrane-Associated GTPase Activating Protein (GAP) Specific for rap- 
1/krev-1 from HL60 Cells. Proc. Natl. Acad. Sci. USA 88, 239-243. 

15. Moran, M. F., Polakis, P., McCormick, F., Pawson, T. and Ellis, C. 1991 Protein 
Tyrosine Kinases Regulate the Phosphorylation, Protein Interactions, Subcellular 
Distribution, and Activity of p21ras GTPase Activating Protein. Mol. CelL Biol. 11 
1804-1812 

16. Rubinfeld, B., Wong, G., Bekesi, E. Wood, A. McCormick, F. and Polakis, P. G. . 

1991 A Synthetic Peptide Corresponding to a Sequence in the GTPase Activating 
Protein Inhibits p2iras Stimulation and Promotes Guanine Nucleotide Exchange. 
Internati. J. Peptide and Prot. Res. 38, 47-53. 

17. Rubinfeld, B. p Munemitsu, S., Clark, R., Conroy, L, Watt, K., Crosier, W., 
McCormick, F. f and Polakis, P. 1991 Molecular Cloning of a GTPase Activating 
Protein Specific for the Krev-1 Protein p21 ra P 1 . Cell 65, 1033-1042. 

18. Zhang, K. Papageorge, A., G., Martin, P., Vass, W. C, Olah, Z., Polakis, P., 
McCormick, F. and Lowy, D, R. 1991 Heterogenous Amino Acids in RAS and 
Rap1 A Specifying Sensitivity to GAP Proteins. Science 254, 1 630-1 634. 

19. Martin, G., Yatani, A., Clark, R., Polakis, P., Brown, A. M. and McCormick, F. 

1992 GAP Domains Responsible for p21 ras -dependent Inhibition of Muscarinic Atrial 
K + Channel Currents. Science 255, 192-194. 

20. McCormick, F., Martin, G. A., Clark, R., Bollag, G. and Polakis, P . 1992 
Regulation of p21ras by GTPase Activating Proteins. Cold Spring Harbor Symposia 
on Quantitative Biology. Vol. 56, 237-241. 

21. Pronk, G. B., Polakis, P., Wong, G., deVries-Smits, A. M., Bos J. L. and 
McCormick, F. 1992 p60v-src can Associate with and Phosphorylate the p21 r as 
GTPase Activating Protein. Oncogene 7,389-394. 

22. Polakis P. and McCormick, F. 1992 Interactions Between p21 ras Proteins and 
Their GTPase Activating Proteins. In Cancer Surveys ( Franks, L. M., ed.) 12, 25- 
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49. Vleminckx, K., Rubinfeld, B. t Polakis, P. and Gumblner, B. 1997 The APC 
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52. Rubinfeld, B., Albert, I., Porfiri, E., Munemitsu, S., and Polakis, P 1997 Loss of 
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SECON D DECLARATION OF Pah L PQI.AKTS, Ph n 
I, Paul Polakis, Ph.D., declare and say as follows: 
SckntiT 111 ^ Cmpl0yed by Genentech > l ™- where my job title is Staff 

been leading Genentecb's Tumor Antigen Project, which is a large research 
project wub a pnraary focus on identifying tumor cell markers rhar find use 
as targets for both the diagnosis and treatment of cancer in human,. 

As I stated in ray previous Declaration dated May 7, 2004 (attached as 
Exhibit A), my laboratory has been employing a variety of techniques 
including microarray analysis, 10 identify genes-which are differenriaUy 
expressed in human tumor tissue relative ro normal human ti^ue The 
primary purpose of this research is to identify proteins that are abundantly 
expressed on certain human tumor tissue(s) and that are either (i) not 
expressed, or (ii) expressed at detectably lower levels, on normal tissue(s). 

In the course of our research using microarray analysis, we have identified 
approximately 200 gene transcripts that are present in human tumor tissue 
at significantly higher levels than in normal human tissue. To dare, we 
have successfully generated antibodies that bind to 31 of the tumor anti-en 
proteins expressed from these differentially expressed gene transcripts £id 
have used these antibodies to quantitatively determine the level of 
production of these tumor antigen proteins in both human tumor tissue and 
normal tissue. We have then quantitatively compared the levels of mRNA 
and protein in both the tumor and normal tissues analyzed The results of 
these analyses are attached herewith as Exhibit B. In Exhibit B "+» means 
thai ihe mRNA or protein was detectably overexpressed in the tumor tissue 
relative to normal tissue and means that no detectable overexpression 
was observed in the tumor tissue relative to normal tissue. 

As shown in Exhibit B, of the 31 genes identified as being detectably 
overexpressed in human tumor tissue as compared to normal human tissue 
at the mRNA level , 28 of them (i.e„ greater than 90%) are also detectably 
overexpressed in human tumor tissue as compared to normal human tissue 
atthe protein level . As such, in the cases where we have been able to 
quantitatively measure both (i) mRNA and (ii) prorein levels in born (i) 
tumor tissue and (ii) normal tissue, we have observed thai in the vast 
majority of cases, there is a very strong correlation between increases in 
mRNA expression and increases in the level of protein encoded by that 
mRNA. 
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6. Based upon my own experience accumulated in more than 20 years of 
research, including the data discussed in paragraphs 4-5 above and my 
knowledge of the relevant scientific literature, it is my considered scientific 
opinion that for human genes, an increased level of mRNA m a tumor 
tissue relative to a normal tissue more often than not correlates to a similar 
increase in abundance of the encoded protein in the tumor tissue relative to 
the normal tissue. In fact, it remains a generally accepted working 
assumption in molecular biology that increased mRNA levels are more 
often than not predictive of elevated levels of the encoded protein. In fact, 
an entire industry focusing on the research and development of therapeutic 
antibodies to treat a variety of human diseases, such as cancer, operates on 
this working assumption. 

7. I hereby declare that all statements made herein of my own knowledge are 
true and that all statements made on information or belief are believed to be 
true, and further that these statements were made with the knowledge that 
willful false statements and the like so made are punishable by fine or 
imprisonment, or both, under Section 1001 of Title 18 of the United States 
Code- and that such willful statements may jeopardize the validity of the 
application or any patent issued thereon. 





Paul Polakis, Ph.D. 
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PECLARATION OF RAIYD Y SrOTT, Ph.D. IINnttl* y , c.V.H. j i i„ 
I, Randy Scott, Ph.D. declare and say as follows: 

^Ihold a Bachelor or Science degree in Chemistry from Emporia State University 
rh.D. in Biuc hemistrv f mm- rim Tin i .^ . t , ; i .. ,. r m 



2. IamChairman and Chief Executive Officer of Genomic Health, Inc a life 
™~^yf<>»ndedu, August of2000^^^ 

snnnifitirvitfwf -i " 



d genomic research to develop clinically validated molecular diagnostics which 
provxde individualized information on the likelihood of disease recurrence and response to 
certain types of therapy. 

3. In 1991, 1 co-founded Incyte Pharmaceuticals, Inc., the world's first genomic 
^formation business. Iserved the company m mmdple capacities, including Chairman of the 
Board from August2000 to December 2001, President from January 1997 to August 2000 and 
ChiefScientificOfficer from March 1 995 to August 2000. Under my leadership, Incyte has 
created the LifeSeq Gold ® g ene sequence and expression database, an industry standard and the 
most comprehensive collection of biological information in the world. I have also led Incyte to 
expand * focus beyond gene sequence databases to include the research and application of gene 
expression, SNPs (single nucleotide polymorphisms), and proteomics. 

4. I am an inventor on several issued patents, and authored over 40 scientific 
publications in the fields of protein biology, gene discovery, and cancer. 

5. My Curriculum Vitae is attached to and serves part of this Declaration. 

6. All statements made in this Declaration are based on my more than 15 years of 
personal experience with the DNA microarray technique and its various uses in the diagnostic 
and therapeutic fields, and my familiarity with the relevant art. 

7. The DNA microarray technology is based on hybridizing arrayed nucleic acid 
probes of known identity with target nucleic acid to determine the identity and/or expression 
levels (abundance) of target genes. DNA microarrays work by exploiting the ability of a given 



mRNA molecule to hybridize to the DNA template from which it originated. By using an array 
containing many DNA samples, scientists can determine, in a single experiment, the expression 
levels of hundreds or thousands of genes within a sample by measuring the amount of mRNA 
bound to each site on the army. The amount of mRNA bound to the spots on the microarray is 



8. DNA microarray analysis has been extensively used in drug development and in 
diagnosis of various diseases. For instance, if acertoin gene is over-expressed in a particular 
form of cancer relative to normal tissue, researchers use microarray chips to determine whether a 
drug candidate will reduce over-expression, and thereby cause cancer remission. In addition, if a 
gene has been identified to be over-expressed in a certain disease, such as a certain type of ' 
cancer, it can be used to diagnose that disease. Due to its importance in drug discovery and in 
the field of diagnostics, microarray technology has not only become a laboratory mainstay but 
also created a world-wide market of over $600 million in the year of 2005. A long line of 
companies, including Incyte, Affymetix, Agilent, Applied Biosystems, and Amersham 
Biosciences, made microarray technology a core of their business. 

9. Correlation between mRNA and protein levels can be assessed by a variety of 
methods suitable for measuring protein expression levels, including, for example, SDS- 
polyacrylamide gel electrophoresis (SDS-PAGE), two-dimensional fluorescence-difference gel 
electrophoresis (DIGE), mass spectrometric approaches, microsequencing, and a combination of 
these and similar known techniques, however, direct measurement of protein expression levels 
remains non-trivial. 

10. One reason for the success and wide-spread use of the DNA microarray 
technique, which has led to the emergence of a new industry, is that generally there is a good 
correlation between mRNA levels determined by microarray analysis and expression levels of 
the translated protein. Although there are some exceptions on an individual gene basis, it has 
been a consensus in the scientific community that elevated mRNA levels are good predictors of 
increased abundance of the corresponding translated proteins in a particular tissue. Therefore, 
diagnostic markers and drug candidates can be readily and efficiently screened and identified ' 
using this technique, without the need to directly measure individual protein expression levels. 
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11. I further declare that all statements made herein of my own knowledge are true 
and that all statements made on information and belief are believed to be true; and that these 
statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States 



Date: August / / . 2006 




Randy Scott, Ph.D. 
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Randy W. Scott, Ph.D. 
Genomic Health 
301 Penobscot 
Redwood City, CA 94022 



EDUCATION. 

1 979 B.S., Chemistry, Emporia State University, Emporia Kansas 
1983 PLD., Biochemistry, University of Kansas, Lawrence Kansas 

WORK EXPERIENCE: 

2000-preseot GENOMIC HEALTH, INC., Cofounder 

Chairman & CEO. (2000-present) 

neW t . geno f! cs "»W and raised over $100 million to bring personalized medicine 
to chnical prac ice Selected by Red Herring Magazine as one of the Top 100 private technology 
companies in North America in 2005 v^*^ rewmoiogy 

1991-2000 INCYTE, Cofounder 

Chairman of the Board (2000-2001) 

Helped lead the transition to a new management team and transition to drug development 
President and Chief Scientific Officer (1997-7000 ) S vciupmeni 

Responsible for Research & Development, Operations, Marketing & Sales. Built the world's first 

t?e™ttTn°h bUSmCS f S "I th sales ° f over *00 million per year including 19 out of 
me worlds top 20 pharmaceutical companies as subscribers 
Vice Preside nt and Chief Scientific Officer (199 1- 1997) 

Built recombinant DNA therapeutic product portfolio and led the launch of the genomics business 
1985-91 INVITRON CORPORATION 

Sr. Director of Research (1998-1991) 
Responsible for Research & Development. 
Director of Protein Biochemistry (1985-1988) 

Responsible for building the protein purification group for a cGMP manufacturing facility 
producing recombinant proteins, including monoclonal antibodies, tPA and Factor Vffl. 

1983-85 UNIGENE LABORATORLES, Fairfield, New Jersey 

Sr. Scientist. Dept. of Protein Biochemistry 

Led effort to work on IgA proteases linked to meningococcal infections 

OTHER EXPERIENCE: 

2005- Present AMERICAN CLINICAL LABORATORY ASSOCIATION 

Member. Board of Directors 

1997-2000 DIADEXUS, INC., Cofounder 

Member. Board of Directors. (1997-2000) 



Awards: 
2001 
1999 
1997 
1987 

1983 
1982 



Genome Technology Magazine 2001 Ali-Star 
Forbes Magazine list of Biotech's Top 25 Influential Insiders 
Ernst & Young/NASDAQ Silicon Valley Entrepreneur of the Year for Life Sciences 
FS^ "Azurophil-DerivedBactericidal 
Phillip Newmark Research Award, University of Kansas, 1983 
Borgendale Graduate Seminar Award, University of Kansas. 



Publications: 
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Scott, R.W., and Baker, J.B., Purification of Human Protease Nexin. J.Biol. Chem. 2 58 10439-10444 (1983). 
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Neutrophil Peptide 4, a Novel Member of the Defensin Family, J. Biol. Chem 264: 1 1200-1 1203 (1989). 

SS/oml?' ?f - C T Pane , Ui ' ?- ? iffith ' J - Wi,dC ' C ' Marra - M " N -> See 8 er > ^ Nathan, C.F., Antibiotic 
Proteins of Human Polymorphonuclear Leukocytes, ProcJM^cadScL 86: 5610-5614 (1989). 

tf H ' 6 ' C ?-' GTlfr f' J E ' Snab,C ' ,JL - ^ Scott «■ w - Bactericidal^ermeability-Increasing Protein has 
Endotoxin Neutralizing Activity, J. Immunol. 144, 662-666 (1990) 



McGrogan, M., Kennedy, J., Golini, F., Ashton, N., Dunn, F., Bell K Tate E Scott R W an H <j,™ ^ ^ 
Ba^ncidal/Pe™*,^^ 148:532-537, 

Scott RW, Sequencing the Human Genome (letter), Science 30 260:606-7 1993 
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S^| E ^ 0mpSOn n^ A ' ^ ^ ^ SM ' de 1116511131 m > TrousdaJe RK. Baric PS, Scott RW Moldawer LL 
ptZ ffc, f geS k ^W"^ ^yte Surface and Plasma Bacte^dal/Penneabi^ 
Plasma Lipopolysaccharide Buidmg Protein During Endotoxemia or Sepsis. Arch Surg. 129:220-6, 1994 

S e «w G " ?iH ,amer d! ' McGr °g an > M - Ashton > N -> Snable, J.L., Lane JC, Leong, SR, Thornton MB Miller KL 
I PS "? ^ T « c ^^ Protein and Lipopotysaccharide (Z'pS) StoZ'San. 

LPS Bindmg Properties and Effects on LPS-Mediated Cell Activation" J. Biol. Chem. 269:1741 1-17416, 19^ 
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Opal SM, Palardy JE, Marra MN, Fisher CJ Jr., McKelligon BM, Scott RW Lancet 344:429-31 1994 

-A ^ SterS '5?. Ashkenazi A - Bunti "g S, Marra MN, Scott RW, Baker JB Protection against endotoxic shock bv 
Bactencidal/permeability-increasing Protein in Rats, J. Clin. Invest 95: 1947-52, 1995 enaoioxic shock by 
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Issued Patents: 

U.S. Patent # 4,898,826 Issued Feb. 6, 1 990 

A Method for Solubilization of Tissue-Type Plasminogen Activator. 

U.S. Patent # 5,006,252 Issued April 9, 1991 
Recombinant Purified Protease Nexin. 

U.S. Patent #5,032,574 Issued July 16, 1991 

Novel Antimicrobial Peptide, Compositions Containing Same and Uses Thereof. 

U.S. Patent #5,087,368 Issued Feb. 1 1, 1992 
Purified Protease Nexin 

U.S. Patent #5,089,274 Issued Feb 18 1992 
£r^ 

U.S. Patent #5,112,608 Issued May 12, 1992 
Use of Protease Nexin-1 to Mediate Wound Healing 

U.S. Patent #5,171,739 Issued December 15, 1992 

Treatment of Endotoxin-Associated Shock and Prevention Thereof Using a BPI Protein 

U.S. Patent #5, 187,089 Issued Feb. 16, 1 993 
Protease Nexin-1 Variants Which Inhibit Elastase 

U.S. Patent #5,196,196 Issued March 23, 1993 
Use of Protease Nexin-I in Wound Dressings 

U.S. Patent #5,206,0 1 7 Issued Apr. 27, 1 993 
Use of Protease Nexin-1 as an Anti-inflammatory 

U.S. Patent #5,210,027 Issued May 1 1, 1993 

DNA Encoding Novel Antimicrobial Polypeptide and Methods for Obtaining Such Polypeptide 

U.S. Patent #5,278,049 Issued January 1 1 , 1 994 
Recombinant Molecule encoding Human Protease Nexin 

U.S. Patent #5,234,912 Issued August 10 1993 

Pharmaceutical Compositions Comprising Recombinant BPI Proteins and a Lipid Carrier and Uses Thereof 
U.S. Patent #5,278,049 Issued January 1 1, 1994 
Recombinant Molecule encoding Human Protease Nexin 

U.S. Patent #5,308,834 Issued May 3, 1 994 

Treatment of Endotoxin-Associated Shock and Prevention Thereof Using BPI Protein 
U.S. Patent #5,326,562 Issued July 5, 1 994 

Pharmaceutical Dosage Unit for Treating Inflammation Comprising Protease Nexin-I 
U.S. Patent #5,234,912 Issued August 10, 1993 

Pharmaceutical Compositions Comprising Recombinant BPI Proteins and a Lipid Carrier and Uses 

U.S. Patent #5,278,049 Issued January 1 1 , 1 994 
Recombinant Molecule Encoding Human Protease Nexin 

U.S. Patent #5,326,562 Issued July 5, 1 994 



Recombinant, Non-GIycosylated BPI Protein and Uses Thereof 

U.S. Patent #5,457,090 Issued October 10, 1 995 
Protease Nexin-I Variants 

U.S. Patent #5,470,825 Issued November 28, 1995 
Basophil Granule Proteins 

U.S. Patent #5,476^839 Issued December 19, 1995 
Basophil Granule Proteins 

U.S. Patent #5,495,00 1 Issued February 27, 1 996 
Recombinant Purified Protease Nexin 

U.S. Patent #5,747,283 Issued May 5, 1998 
Basophil Granule Proteins 

U.S. Patent #5,770,694 Issued June 23, 1998 
Genetically Engineered BPI Variant Proteins 

U.S. Patent #5,840,484 Issued November 24, 1998 
Comparative Gene Transcript Analysis 

U.S. Patent #6,1 14, 1 14 Issued September 5, 2000 
Comparative Gene Transcript Analysis 

U.S. Patent #6,093,80 1 Issued July 25, 2000 

Recombinant Analogs of Bactericidal/Permeability Increasing Protein 

U.S. Patent #6,160,104 Issued December 12, 2000 
Markers for Peroxisomal Proliferators 

U.S. Patent #6, 1 60, 1 05 Issued December 1 2, 2000 
Monitoring Toxicological Responses 

U.S. Patent #6,265, 1 87 Issued July 24, 200 1 
Recombinant Endotoxin Neutralizing Proteins 

U.S. Patent #6,403,778 Issued June 1 1 , 2002 
Toxicological Response Markers 

U.S. Patent #6,372,43 1 Issued April 16, 2002 
Mammalian Toxicological Response Markers 

U.S. Patent #6,553,3 17 Issued April 22, 2003 

Relational database and system for storing information relating to biomolecular sequences and reagents 
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DECLARATION OF AVI ASHKENAZI, Pn.D UNDER 37 C.F.R. § 1.132 
I, Avi Ashkenazi, Ph.D. declare and say as follows: - 

1 . I am Director and Staff Scientist at the Molecular Oncology Department of 
Gcncntech, Inc., South San Francisco, CA 94080. 

2. I joined Genentcch in 1 988 as a postdoctoral fellow. Since then, I have 
investigated a variety of cellular signal tra.nsdnct.ion mechanisms, including apoptosis, and have 
developed technologies to modulate such mechanisms as a means of therapeutic intervention in 
cancer and autoimmune disease. I am currently involved in the investigation of a series of 
secreted proteins over-expressed in tumors, with the aim to identify useful targets for the 
development of therapeutic antibodies for cancer treatment. 

3 . My scientific Curriculum Vitae, including my list of publications, is attached to 
and forms part of this Declaration (Exhibit A). 

4. Gene amplification is a process in which chromosomes undergo changes to 
contain, multiple copies of certain genes that normally exist as a single copy, and is an important 
factor in the pathophysiology of cancer. Amplification of certain genes (e.g., Myc or Her2/Neu) 
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gives cancer cells a growth or survival, advantage relative to normal cells, and might also provide 
a mechanism of tumor cell resistance to chemotherapy or radiotherapy. 

5. If gene amplification results in over-expression of the mRNA and the 
corresponding gene product, then it identifies that gene product as a promising target for cancer 
therapy, for example by the therapeutic antibody approach. Even in the absence of over- 
expression of the gene product, amplification of a cancer marker gene - as detected, for example, 
by the reverse transcriptase TaqMan® PCR or the fluorescence in situ hybridization (FISH) 
assays -is useful in the diagnosis or classification of cancer, or in predicting or monitoring the 
efficacy of cancer therapy. An increase in gene copy number can result not only from 
intrachromosomal changes but also from chromosomal aneuploidy. It is important to understand 
that detection of gene amplification can be used for cancer diagnosis even if the determination, 
includes measurement of chromosomal aneuploidy. Indeed, as long as a significant difference 
relative to normal tissue is detected, it is irrelevant if the signal originates from an increase in the 
number of gene copies per chromosome and/or an. abnormal number of chromosomes. 

6. I understand that according to the Patent Office, absent data demonstrating that 
the increased copy number of a gene in ceilain typ^s of cancer leads to increased, expression of 
its product, gene amplification data are insufficient to provide substantial utility or well 
established utility for the gene product (the encoded polypeptide), or an antibody specifically 
binding the encoded polypeptide. However, even when, amplification of a cancer marker gene 
docs not result in significant over-expression of the corresponding gene product, this very 
absence of gene product over-expression still provides significant information for cancer 
diagnosis and treatment. •Thus, if over-expression of the gene product does not parallel gene 
amplification in certain tumor types but does so in others, then parallel monitoring of gene 
amplification and gene product over-expression enables more accurate tumor classification and 
hence better determination of suitable therapy. .In addition, absence of over-expression is crucial 
information for the practicing clinician, if a gene is amplified but the corresponding gene 
product is not over-expressed, the clinician accordingly will decide not to treat a patient with 
agents that target that gene product. 

7. I hereby declare that all statements made herein of my own knowledge are true 
and that all statements made on information or belief are believed to be true, and further that 
these statements were made with the knowledge that willful false statements and the like so 
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made arc punishable by fine or imprisonment, or both, under Section 1001 of Title 1 8 of the 
United States Code and that such willful statements may jeopardize the validity of the 
application or any patent issued thereon. 

Avi Ashkenazi, Ph.D. ' 
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CURRICULUM VITAE 
Avi Ashkenazi 
July 2003 



Personal: 

Date of birth: 

Address: 

Phone: 

Fax: 

Email: 



29 November, 1956 

1456 Tarrytown Street, San Mateo, CA 94402 
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2. Use of immuno-hybxids to extend the half-life of receptors. EBC conference on 
Biopbarmaceutical Halflife Extension. New Orleans, LA, Tune 1992. 

3. Results with TNF receptor Imrriunoadbesins for the Treatment of Sepsis. BBC 
conference on Endotoxemia and Sepsis. Philadelphia, PA, June 1 992. 

4. Irnrnunoadhesins: an alternative to human antibodies. D3C conference on 
Antibody Engineering. San Diego, CA, December 1993. 

5. Tumor necrosis factor receptor: a potential therapeutic for human septic shock. 
American Society for Microbiology Meeting, Atlanta, GA, May 1993. 

6. Protective effi ciacy of TNF receptor immunoadhesin vs anti-TNF monoclonal 
antibody in a rat model for endotoxic shock. 5th International Congress on TNF. 
Asilomar, CA, May 1994. 

7. Interferon-v signals via a multisubunit receptor complex: that contains two types of 
polypeptide chain. American Association of Immunologists Conference. San 
Franciso, CA, July 1995. 

8. Irnrnunoadhesins: Principles and Applications. Gordon Research Conference on 
Drug Delivery in Biology and Medicine. Ventura, CA, February 1996. 
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9. Apo-2 Ligaui a new member of the TNF family, that induces apoptosis in tumor 
cells. Cambridge Symposium on TNF and Related Cytokines in Treatment of 
Cancer. Hilton-Head, NC, March 1996. 

1 0. Induction of apoptosis by Apo2 Ligand. American Society for Biochemistry and 
Molecular Biology, Symposium on Growth Factors and Cytokine Receptors. New 
Orleans, LA, June, 1996. 

1 1. Apo2 ligand, an extracellular trigger of apoptosis. 2nd Clontech Symposium, 
Palo Alto, CA, October 1996. 

1 2. Regulation of apoptosis by members of the TNF ligand and receptor families. . 
Stanford University School of Medicine, Palo Alto, CA, December 1996. 

13. Apo-3: anovel receptor that regulates cell death and inflammation. 4th 
International Congress on Immune Consequences of Trauma, Shock, and Sepsis. 
Munich, Germany, March 1997. 

14. New members of the TNF ligand and receptor families that regulate apoptosis, 
inflammation, and immunity. UCLA School of Medicine, LA, CA, March 1997. 

15. Immunoadhesins: an alternative to monoclonal antibodies. 5th World Conference 
on Bispecific Antibodies. Volendam, Holland, June 1997. 

16. Control of Apo2L signaling. Cold Spring Harbor Laboratory Symposium on 
Programmed Cell Death. Cold Spring Harbor, New York. September, 1997. 

17. Chairman and speaker, Apoptosis Signaling session. fBC's 4th Annual 
Conference on Apoptosis. San Diego, CA., October 1997. 

18. Control of Apo2L signaling by death and decoy receptors. American Association 
for the Advancement of Science. Philadelphia, PA, February 1998. 

19. Apo2 ligand and its receptors. American Society of Immunologists. San 
Francisco, CA, April 1998. 

20. Death receptors and ligands. 7th International TNF Congress. Cape Cod, MA, 
May 1998. 

21. Apo2L as a potential therapeutic for cancer. UCLA School of Medicine. LA, 
CA, June 1998. 

22. Apo2L as a potential therapeutic for cancer. Gordon Research Conference on 
Cancer Chemotherapy. New London, NH, July 1998. 

23. Control of apoptosis by Apo2L. Endocrine Society Conference, Stevenson, WA, 
August 1998. 

24. Control of apoptosis by Apo2L. International Cytokine Society Conference, 
Jerusalem, Israel, October 1998. 
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25. Apoptosis control by death and decoy receptors. American Association for 
Cancer Research Conference, Whistler, BC, Canada, March 1999. 

26. Apoptosis control by death and decoy receptors. American Society for 
Biochemistry arid Molecular Biology Conference, San Francisco, CA, May 1999. 

27. Apoptosis control by death and decoy receptors. Gordon Research Conference on 
Apoptosis, New London, NH, June 1999. 

28. Apoptosis control by death and decoy receptors. Arthritis Foundation Research 
Conference, Alexandria GA, Aug 1999. 

29. Safety and anti-tumor activity of recombinant soluble Apo2L/TRAJL. Cold 
Spring Harbor Laboratory Symposium on Programmed Cell Death. . Cold Spring 
Harbor, NY, September 1999. 

30. The Apo2L/TRATL system: therapeutic potential. American Association for 
Cancer Research, Lake Tahoe, NV, Feb 2000. 

31 . Apoptosis and cancer therapy. Stanford University School of Medicine, Stanford, 
CA, Mar 2000. 

32. Apoptosis and cancer therapy. University of Pennsylvania School of Medicine, 
Philadelphia, PA, Apr 2000. 

33. Apoptosis signaling by Apo2L/TRATL. International Congress on TNF. 
Trondheim, Norway, May 2000. 

34. The Apo2I7TRAIL system: therapeutic potential. Cap-CURE summit meeting. 
Santa Monica, CA, June 2000. 

35. Hie Apo2L/TRAIL system: therapeutic potential. MP Anderson Cancer Center. 
Houston, TX, June 2000. 

36. Apoptosis signaling by Apo2L/TRAIL. The Protein Society, 1 4 th Symposium. 
San Diego, CA, August 2000. 

37. Anti-tumor activity of Apo2UTRAIL. AAPS annual meeting. Indianapolis, "IN 
Aug 2000. 

38 . Apoptosis signaling and anti-cancer potential of Apo2L/TRAIL. Cancer Research 
Institute, UC San Francisco, CA, September 2000. 

39. Apoptosis signaling by Apo2L/TRATL. Kenote address, TNF family 
Minisymposium, NTH. Bethesda, MD, September 2000. 

40. Death receptors: signaling and .modulation. Keystone symposium on the 
Molecular basis of cancer. Taos, NM, Jan 2001. 

4 1 . Preclinical studies of Apo2L/TRAlL in cancer. Symposium on Targeted therapies 
in the treatment of lung cancer. Aspen, CO, Jan 2001. 
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42. Apoptosis signaling by Apo2L/TRAIL. Wiezmann Institute of Science, Rehovot, 
Israel, March 2001. 

43. Apo2L/TRAIL: Apoptosis signaling and potential for cancer therapy. Weizmaim 
Institute of Science, Rehovot, Israel, March 2001- 

44. Targeting death receptors in cancer with Apo2L/TRAIL. Cell Death and Disease 
conference, North Falmouth, MA, Jun 2001. 

45. Targeting death receptors in cancer with Apo2L/TRATL. Biotechnology 
Organization conference, San Diego, CA, Jun 2001. 

46. Apo2L/TRAIL signaling and apoptosis resistance mechanisms. Gordon Research 
Conference on Apoptosis, Oxford, UK, July 2001 . 

47. Apo2L/TRAIL signaling and apoptosis resistance mechanisms. Cleveland Clinic 
Foundation, Cleveland, OH, Oct 2001. 

48. Apoptosis signaling by death receptors: overview. International Society for 
Interferon and Cytokine Research conference, Cleveland, OH, Oct 2001. 

49. Apoptosis signaling by death receptors. American Society of Nephrology 
Conference. San Francisco, CA, Oct 2001. 

50. Targeting death receptors in cancer. Apoptosis: commercial opportunities'. San 
Diego, CA, Apr 2002. 

5 1 . Apo2L/T.RAJL signaling and apoptosis resistance mechanisms. Kimmel Cancer 
Research Center, Johns Hopkins University, Baltimore MD. May 2002. 

52. Apoptosis control by Apo2L/TRAJL. (Keynote Address) University of Alabama 
Cancer Center Retreat, Birmingham, Ab. October 2002. 

53. Apoptosis signaling by Apo2I7TRAIL. (Session co-chair) TNF international 
conference. San Diego, CA. October 2002, 

54. Apoptosis signaling by Apo2L/TRAil. Swiss Institute for Cancer Research 
(ISREC). Lausanne, Swizerland. Jan 2003. 

55. Apoptosis induction with Apo2L/TRATL. Conference on New Targets and 
Innovative Strategies in Cancer Treatment. Monte Carlo. February 2003. 

56. Apoptosis signaling by Apo2DTRAJL. Hermelin Brain Tumor Center 
Symposium, on Apoptosis. Detroit, MI. April 2003. 

57. Targeting apoptosis through death receptors. Sixth Annual Conference on 
Targeted Therapies in the Treatment of Breast Carjcer. fCona, Hawaii. July 2003. 

58- Targeting apoptosis through death receptors. Second International Conference on 
Targeted Cancer Therapy. Washington, DC. Aug 2003. 

Issued Patents: 
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1 - Ashkenazi, A., Chamow, S. and Kogan, T. Carbohydrate-directed cross! inking 
reagents. US patent 5,329,028 (Jul 12, 1994). 

2. Ashkenazi, A., Chamow, S. and Kogan, T. Carbohydrate-directed crosslinking 
reagents. US patent 5,605,791 (Feb 25, 1997). 

3. Ashkenazi, A., Chamow, S. and Kogan, T. Carbohydrate-directed crosslinking 
reagents. US-patent 5,889,155 (Jul 27, 1999). 

4. Ashkenazi, A., APO-2 Ligand. US patent 6,030,945 (Feb 29, 2000). 

5. Ashkenazi, A., Chuntharapai, A., Kim, J., APO-2 ligand antibodies. US patent 6, 
046, 048 (Apr 4, 2000). 

6. Ashkenazi, A., Chamow, S. and Kogan, T. Carbohydrate-directed crossb'nking 
reagents. US patent 6,124,435 (Sep 26, 2000). 

7. Ashkenazi, A., Chuntharapai, A., Kim, J., Method for making monoclonal and cross- 
reactive antibodies. US patent 6,252,050 (Jun 26, 2001). 

8. Ashkenazi, A. APO-2 Receptor. US patent 6,342,369 (.Tan 29, 2002). 

9. Ashkenazi, A. Fong, S., Goddard, A., Gurney, A., Napier, M., Tumas, D., Wood, W. 
A-33 polypeptides. US patent 6,410,708 (Jun 25, 2002). 

10. Ashkenazi, A. APO-3 Receptor. US patent 6,462,176 Bl (Oct "8, 2002). 

1 1 - Ashkenazi, A. APO-2LI and APO-3 polypeptide antibodies. US patent 6,469, 144 Bl 
(Oct 22, 2002). 

12. Ashkenazi, A., Chamow, S. and Kogan, T. Carbohydrate-directed crosslinking 
reagents. US patent 6,582,928Bl (Jun 24, 2003). 
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